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REMARKS 

It is respectfully requested that this application be reconsidered in view of the above 
amendments and the following remarks and that all of the claims remaining in this application be 
allowed. 

Amendments 

Claims 1-20 were canceled without prejudice or disclaimer. Applicants specifically 
reserving the right to file a continuation application directed to the subject matter of these claims. 

Claims 21-24 correspond to previously presented Claims 12-15 with the following 
exceptions: 

New Claim 21 includes the formula that inadvertently was placed after Claim 10 in the 
as-filed application; and 

new Claim 24 deletes a redundant "2-methoxyphenyr' in the recited list of R* substituents 
and deletes "amino" as this substituent lacks antecedent support for the substituents in 
previously presented Claim 12. 

New Claim 25 is supported by Table I of the specification at pages 1 8-19 as well as 
paragraph [0033]. 

New Claims 26 and 27 correspond to original Claims 3 and 4. 

New Claims 28 and 29 is supported by the specification at paragraph [0033] with some 
duplication deleted fi"om the recited Markush group in new Claim 29. 

New Claim 30 is supported by compounds 6 and 7 of Table 1 of the specification as 
found at page 18. 

New Claim 3 1 corresponds to previously presented Claim 16 with the recitation of 
"pharmaceutically acceptable salts, tautomers or isomers thereof as recited in originally 
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presented Claim 1 and with the exception that the parenthetical numbers at the end of each 
named compound have been deleted. 

New Claim 32 is supported by previously presented Claims 17 and 20. 

New Claim 33 is supported by previously presented Claims 18 and 20. 

New Claim 34 corresponds to previously presented Claim 19. 

Entry of these amendments is eamestly solicited. 

This amendment adds, changes and/or deletes claims in this application. A detailed 
listing of all claims that are, or were, in the application, irrespective of whether the claim(s) 
remain imder examination in the application, is presented, with an appropriate defined status 
identifier. 

After amending the claims as set forth above. Claim 21-34 are now pending in this 
application. 

Rejection Under 35 U.S.C. §112, first paragraph 

Claims 1-5 and 17-20 stand rejected under 35 U.S.C. §112, first paragraph, as allegedly 
indefinite in the use of the terms "heterocyclic", "substituted" and "prodrug". For the following 
reasons, this rejection is traversed-in-part and is obviated-in-part. 

This rejection is traversed-in-part as the terms "heterocyclic" and "substituted" are 
defined terms. See, for example, paragraphs [0094] and [0097]. In fact, each term qualified by 
the fiirther term "substituted" is defined in the specification firom paragraphs [0053] through 
[00109]. Accordingly, in view of these definitions, the terms "heterocyclic" and "substituted" 
are not indefinite. 

This rejection is obviated-in-part as it relates to the term "prodrug". Specifically, while 
this term is defined at paragraph [001 1 1] of the specification, newly presented Claims 21-34 do 
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not employ this term. Applicants reserve the right to file a continuation application directed to 
prodrugs of the claimed compounds. 

Withdrawal of this rejection is requested. 

Claims 18-20 also stand rejected under 35 U.S.C. §112, first paragraph, as allegedly 
failing to comply with the enablement requirement. Specifically, the Office Action alleges that 
the specification fails to teach the skilled artisan how to treat a given subject including the 
symptoms to be treated, the specific dose, dosing reghnen, route of administration, etc. For the 
following reasons, this rejection is traversed. 

First, Applicants note that new Claims 32 and 33 recite treatment of the following 
conditions: bums, perioperative pain, migraine, shock, central nervous system injury, asthma, 
rhinitis, premature labor, inflammatory arthritis, or inflammatory bowel disease. Claim 34 
recites treatment of or ameliorating pain associated with hyperalgesia, hyperthermia and/or 
edema in mammals. Applicants submit that the skilled artisan would recognize these symptoms 
in the patient being treated. 

Secondly, as to dosing, dosing regimens and routes of administration, reference is made 
to paragraph [00178] at pages 51 and 52 of the specification. 

Withdrawal of this rejection is requested. 

Finally, Claims 1-15 and 17-20 stand rejected under 35 U.S.C. §112, first paragraph, as 
allegedly containing subject matter which is non-enabled because of the lack of sufficient 
working examples. For the following reasons, this rejection is traversed because it is both 
factually and legally in error. 

First, the premise of this rejection is factually erroneous. The enablement of a chemical 
patent application does not depend on the number of examples recited and, in fact, the 
application does not even need to be exemplified. Rather, the application need only be enabled. 
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Here, Applicants' specification provides ample enablement in terais of synthetic schemes starting 
at page 34 through page 43 in addition to the examples noted in the Office Action. Moreover, 
the specification provides a litany of different sulfonyl halides used as starting materials for the R 
group. See, for example, paragraphs [00134] and [00135]. 

This rejection is also legally in error as in any allegation that the specification is non- 
enabled, the onus is on the USPTO to present evidence of reasoning to substantiate these 
allegations. Here, the only rationale provided by the USPTO is an unsupported allegation that 
pharmacological activity is unpredictable. Yet, Applicant has demonstrated that a variety of 
compounds v^ithin the claimed genus exhibit the recited bradykinin activity. As such, Applicants 
maintain that the Office has not met its burden of proof to establish the lack of enablement for 
the claimed invention. 

Withdrawal of this rejection is requested. 

Allowed Claim 

Applicants note with appreciation the indication that Claim 16 has been allowed. 
Applicants submit that in view of the above amendments and remarks, all of the claims 
remaining in this application are now in condition for allowance. A notice to that effect is 
eamestly solicited. 

The Examiner is invited to contact the undersigned by telephone if it is felt that a 
telephone interview would advance the prosecution of the present application. 

The Commissioner is hereby authorized to charge any additional fees which may be 
required regarding this application under 37 C.F.R. §§ 1 . 1 6-1 . 1 7, or credit any overpayment, to 
Deposit Account No. 50-0872. Should no proper payment be enclosed herewith, as by a check 
being in the wrong amount, unsigned, post-dated, otherwise improper or informal or even 
entirely missing, the Commissioner is authorized to charge the unpaid amount to Deposit 
Account No. 50-0872. If any extensions of time are needed for timely acceptance of papers 
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submitted herewith. Applicant hereby petitions for such extension under 37 C.F.R. §1.136 and 
authorizes payment of any such extensions fees to Deposit Account No. 50-0872. 



Respectfully submitted, 



Date Bv Jl^^^^ ^dju^r^ 

FOLEY & LARDNER LLP Gerald P. Swiss 

Customer Number: 38706 Attorney for Applicant 

Telephone: (650) 25 1 - 11 03 Registration No. 30, 1 1 3 

Facsimile: (650) 856-3710 
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